A 33-year-old black South African male patient was referred to our uveitis service with a 5-year history of panuveitis refractory to treatment. He had an associated history of recurrent mouth and genital ulcers, predating the uveitis history by about 2 years. The measurement of his intraocular CD4/CD8 ratio helped make a diagnosis of Behçet's disease uveitis.
IN PRACTICE
Behçet's disease (BD) is a systemic inflammatory disease of unknown origin. [1] Its diagnosis is based on the recognition of its clinical features as defined by the international criteria for Behçet's disease. [2] These include recurrent oral ulcers with one of the following: penile ulcers, uveitis, skin lesions or positive pathergy test. BD is uncommon in sub-Saharan Africa (SSA), making its diagnosis delayed in most cases. [3] I present a case of bilateral panuveitis caused by BD with a delayed diagnosis of about 5 years. Intraocular CD4/CD8 ratio was used to help make the diagnosis of Behçet's uveitis. Measurement of the intraocular CD4/CD8 ratio could aid in the diagnosis of BD in countries where BD is less endemic, such as SSA countries.
Case report
A 33-year-old black South African (SA) male patient was referred to our uveitis service with a 5-year history of panuveitis refractory to corticosteroids (oral/regional) and methotrexate 20 mg/week. He had an associated history of recurrent mouth and genital ulcers, predating the uveitis history by about 2 years. His visual acuity was light perception without projection on the right eye and no light perception (NLP) on the left eye. He had pigmented keratic precipitates and hypopyon in both eyes. He had bilateral posterior synechiae and no associated iris atrophy. He was bilaterally pseudophakic and intraocular pressure was 10 mmHg and 8 mmHg on the right and left eye, respectively. He had severe vitritis and extensive retinal vasculitis bilaterally, with associated chronic retinal detachment on the left side.
Systemic examination revealed oral and penile ulcers. He had multiple papulomacular skin lesions over his entire body.
The white cell count (WCC) was normal and erythrocyte sedimentation rate (ESR) elevated at 60 mm/hour. Serum Treponema pallidum particle agglutination assay (TPHA) and rapid plasma reagin (RPR) were non-reactive and toxoplasma serology was negative. Serum angiotensin converting enzyme (ACE) was 30 μL (normal) and the chest X-ray was normal. Serum HIV and human leukocyte antigen (HLA) B51 were negative.
The aqueous tap result for herpes simplex polymerase chain reaction (PCR) was negative. T-lymphocyte profiling revealed a CD8 percentage of 20.6% in peripheral blood and 45.1% in the aqueous humor. The CD4/CD8 ratio was 2.13 in the peripheral blood and 1.19 in the aqueous humor.
Based on the Behçet diagnostic criteria of the international study group, a diagnosis of Behçet's uveitis was made.
The patient was started on oral prednisone 1 mg/kg per day, oral cyclosporine 100 mg twice a day and oral azathioprine 75 mg at night. At 6 months follow-up his right eye had counting fingers vision (navigational) while the right eye remained NLP. Uveitis was not active in either eye, and renal and liver functions and blood pressure were all normal.
Discussion
The diagnosis of BD depends on the recognition of multiple organ involvement, which often appears at different times in the course of the disease. There was initial hesitation in making the diagnosis of BD in our patient, even though he had typical mouth and penile ulcers together with skin lesions. This is largely because it is very uncommon in SSA countries. In SA, for example, only one case series has been reported on BD in black SA patients and none of the patients reported in this series had uveitis in their clinical course. [4] The rarity of BD in SA black patients made it an unlikely diagnosis in our case, with conditions such as syphilis and herpes simplex infection more likely possibilities. Syphilis serology, aqueous PCR testing for herpes simplex and HIV testing were negative. The low aqueous CD4/CD8 ratio relative to peripheral blood in our patient increased our index of suspicion and helped us make the diagnosis of BD.
A low CD4/CD8 ratio has been reported in patients with BD uveitis before. [5] This low aqueous CD4/CD8 ratio relative to peripheral blood is due to elevated intraocular CD8 cells. The pathogenesis of the elevated intraocular CD8 cells in Behçet's uveitis is unclear.
Intraocular CD4/CD8 ratio has been reported to be useful in the diagnosis of other uveitis entities such as sarcoidosis, [6] in which the uveitis is mediated by CD4 cells, resulting in significantly elevated intraocular CD4 cells compared with peripheral blood. This gives rise to an aqueous CD4/CD8 that is much higher than in peripheral blood.
The incidence of HLA B51 is reportedly high in patients with BD and yet in SSA patients, this is often negative on testing. [7] This, together with the rarity of BD in SSA, often results in a decreased index of suspicion of BD, resulting in its delayed diagnosis. This may, in all likelihood, result in irreversible loss of vision by the time the diagnosis is made.
Measurement of the intraocular CD4/CD8 ratio may aid in making an early diagnosis of Behçet's uveitis, particularly in countries where BD is uncommon.
